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Martyn Smith [martynts@berkeley.edu]; Arzuaga, Xabier [/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=391506b90acb488a9e7b6079fc84895f-Arzuaga, Xabier]; Cogliano, Vincent
[/o=Exchangelabs/ou=Exchange Administrative Group
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eskenazi@berkeley.edu; whg3md@att.net; rhauser@hsph.harvard.edu; korach@niehs.nih.gov;
Andreas.Kortenkamp®@brunel.ac.uk; uluderer@uci.edu; cmchale@berkeley.edu; gprins@uic.edu;
Irieswijk@berkeley.edu; Martha.Sandy@ oehha.ca.gov; schugt2@niehs.nih.gov; Niels.Erik.Skakkebaek@regionh.dk;
gina.solomon@ucsf.edu; hsone@nies.go.jp; udagawa.osamu@nies.go.jp; lvandenberg@schoolph.umass.edu;
Tracey.Woodruff@ucsf.edu; Lauren.Zeise@oehha.ca.gov; luoping@berkeley.edu; tzoeller@bio.umass.edu;
adkyle@berkeley.edu [/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=edcb738fbae442a4870c9e93833ef4fc-adkyle@berkeley.edu];

Patience. BROWNE @oecd.org [fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=918f213d8351460e9865943f3b08df94-Patience.BR]; Michele Andrea La
Merrill [mlamerrill@ucdavis.edu]

SOT-RASS webinar on September 12 with slides attached
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| will be giving a special webinar on the KCs on September 12 for SOT-
RASS. The slides | propose to present are attached. Details of the webinar
follow if you would like to join.

Risk Assessment Specialty Section (RASS)
Webinar
Wednesday September 12, 2018

3:00 to 4:30 p.m. (EDT)
{See below for Instructions on Webinar Access)

The Key Characteristics Approach to Evaluating Mechanistic Data

in Hazard ldentification and Risk Assessment

Martyn T. Smith, PhD
Professor of Toxicology and
Kenneth and Marjorie Kaiser Chair of Cancer Epidemiology
Director, Superfund Research Program and
Deputy Directory, Koret Institute of Precision Prevention

Division of Environmental Health Sciences

School of Public Health

University of California
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Berkeley, CA

Abstract
The key characteristics (KCs) of human carcinogens were recently introduced as the basis of a uniform
approach for searching, organizing, and evaluating mechanistic evidence to support cancer hazard
identification (Smith et al 2016; Guyton et al, 2018). The KCs comprise the properties of known human
carcinogens, including their ability to, be genotoxic; be immunosuppressive; or modulate receptor-mediated
effects. Established human carcinogens commonly exhibit one or more of these characteristics, and therefore,
data on these characteristics can provide independent evidence of carcinogenicity when human data are
lacking. Such data can also help in interpreting the relevance and importance of findings of cancer in animals
and in humans. In its 2017 report on “Using 21st Century Science to Improve Risk-Related Evaluations”, the
NRC recently opined that the KCs approach “avoids a narrow focus on specific pathways and hypotheses and
provides for a broad, holistic consideration of the mechanistic evidence.” They further suggested that key
characteristics be developed for other endpoints, such as endocrine disruption and reproductive toxicity, and
efforts in this regard are approaching completion and publication. The KC approach therefore holds great
potential to improve hazard identification and risk assessment, but still needs to be further developed
especially in regard to its harmonization with the hallmarks of cancer and its potential for helping analyze the
toxic effects of untested chemicals and chemical mixtures in cell culture and experimental animals.
Unfortunately, the current Tox21 and Toxcast repertoire of assays are mostly lacking in relevance to the KCs,
as are most clinical biomarkers. Approaches to developing a new set of high throughput tests and biomarkers
(a CarciCAST) will be described along with a discussion of the use of the key characteristics approach in
hazard identification and risk assessment instead of, or as well as, the current MOA/AOP approach.

Dear RASS Members

Dr. Martyn Smith of UC Berkeley will present The Key Characteristics Approach to Evaluating Mechanistic
Data

in Hazard Identification and Risk Assessment. The URL for the two publications cited in his abstract (provided
below) can be found here (both open access):

s« Smith et al {(2016). Key Characteristics of Carcinogens as a Basis for Organizing Data on Mechanisms of
Carcinogenesis (hitps://www. nebinimonibgov/oubmed/26600562)

¢ Guyton et al (2018). Application of the key characteristics of carcinogens in cancer hazard
identification (hitns//www nehinim nibogov/oubmed/29562327)

The file for the presentation will be available for download on Tuesday September 11

“Webinars and Downloads” section of the RASS homepage. The URL is as
follows: hitp//www toxicology org/sroups/ss/RASK/downloads. asp.

by Noon in the

As advances in biotechnology are providing new data types to be considered and our understanding of
important biological processes progresses, the challenge of how to integrate and quantify mechanistic events
into a model of pathogenesis for risk assessment remains. This topic is timely and should engender a good
discussion. Iencourage you all again this year to show your appreciation by attendance and active discussion
during our webinars. Remember, your participation in the webinars and especially the discussion at the end
makes the time taken by our presenters to contribute to our webinars worthwhile.

With best wishes,
Auaie

Annie M. Jarabek I Senior Science Advisor
National Center for Environmental Assessment (NCEA)
Office of Research and Development I U.S. EPA
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